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^ 11-031197 

[w*53] TVn.Ayh^^^\z^tim^mijnt2izmm(Dm^vi7^y 

o 

V^y'Xlt^fy^-u^^y-Z ^r-^tfW^^S l :^VNb 4 l :^{cfH«© 

[0 0 0 1] 
[0 0 0 2] 

'i^m^ittzt^^-vy/^m. mzmmmm'iiTvy^m (&.r. tctlj t 



1 



mgE#2 000-301612 




1 1-03119 



[0 0 0 3] 

mmV^^yilLXit^mmii^m^^nX\>^^ (PardoU, D,M., Nature Med., 
4(5 Suppl), pp. 525-531, 1998) „ iktmz^MirtHt. fi^K^MSlf^ =fe O il L 
T> (l)■r•r-^C'i^^^7{)^B9e3:^)^^C&oTV^§Ja5»mM^:^5=- K$:Mv^§t;® ; (2)^ 

# stle, F.O. , et al.. Nature Med., 4, pp. 328-332, 1998) ; {4)mV<MMizm^ 

(Nakanishi, T. , et al., Biochem. Biophys. Res. Comm., 240, pp. 793-797, 1 

997) ; i7)m^m]^^(D^(D^M.Mm'^m^Mx^m^^tmmLxn^-t^^(D 

lia*MMmM^^-§^b, ^^^-^f hi^^y^i^M^^-t^ti-' (Rosenberg, 

S. A., et al.. Nature Med,, 4, pp. 321-327, 1998) , fe-5> V^^^-y-'f h:^-^y 

^t^^K'ffilC^^FKtL/T^^t-'S^© (Golumbek, P. T., et al.. Cancer Res., 

53, pp. 5841-5844, 1993) tjt^ff'^)^, 
[0 0 0 4] 

T, TMHCj iliSb, Class lom^lt TMHC-Ij , Class TmhC-II 
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miiE4t2 000-301 612 




1 1 — 031 197 

itmwA T' y , mum- uta^ ffl^**^ ^ v \z\%mmx-^r4^\>^m^is^^\^ 

® =fo PS^ $ ti T L ^ e) o 
[0 0 0 5] 

rcVHDj ilBI-tc ) ffl*U ^ 5=->5RS©®fflj^^ 

[0 0 0 6] 

^-^;?)^^^tlT V^^7{>^ (Naito, M. and Seno, S. , Cell Biol. International R 
ep., 5, pp. 675-681, 1981) . ^I^Mft®<£^^«MJig-ett^:5(JL3& V^. :;^M(8) 

IIM^y^V^„ m^m'X\t.-^'^{\Wm-m.X-&^i:i'^. #lCRosenberg^®:&?£-e 
[0 0 0 7] 
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11—03119' 

> ^ g#:cD)»i^^?/A»Mi^y?)'^il L i: v^ e) P^®*'^^ ^ c 
[0 0 0 8] 

CTL®^^^^^LT, ?fi^-t3];t$:S5i^N°^^^ >^a!abT#;t@^ffi*ffl 
M©±TmiIfilTOM:$3'MJ^>^^CTL$:^^•t'5:&^*'5^e>tlTV^^ (Liu, S.Q. 
et al.. Nature Med., 2, pp. 1283-1283, 1996)„ ^7t, mM^M<DtlLM 

7b^^^ $ ti T o ^ n ^ WL'^^^ ^ -t s < . MHc-i tc mm 

5 >ffi3|50mM^^5^ K(CMJSi-'5CTL?:^^Lf- (Falo, Jr., L.D., et al., 
Nat. Med., 1, pp. 649-653, 1995)o 
[0 0 0 9] 

^^14 ® )ffi*mM ^ > ^ ^ ^/Jn ^ ^ u x ^ i/ > tf - x± g ^ 

"e^-SZlil^rBffiL/fe (Kim, C, et al.. Cancer Immunol. Immunother. , 47, 
pp. 90-96, 1998)0 tfc, ^MO^^^-e^fiSiB^ttf^^M 

t^^'fgfC^-rS 3 i:A'^^bnTV^S (^i^ : 1998^12^20, H*^^^^> M 
SI-3-3)o 
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11—031197© 



[0 0 10] 
[0 0 11] 

:Ltizj:v. -m^^mfijm^^-Dxmm(Dnnm±. mmm. :^xy^mm-^m^x 

[0 0 12] 

ymmMt^^timmv^^y^mm-t^^(Dx&^. 

[0 0 13] 

^nm(Dn^L\,^mmiz^tnt. 0!^mmiz^^Ej^^mm-t^Ti:^^Ayh^ 
$ ^iz^ti±mmmv ^ ^y ii^p^(Dn-mmizii9L¥-t ^tci^(D±mm.^v ^ ^ 
y ; ■9--r h:^-f >i:LT^Mi4-9--r hij-^ ymM^^tj^±Emmu ^ ^y ; RV^ 
vi^^yn x^xmnn ' ^^uyy~i^ziu--mmm^jkxj^xxit^y'^ 
-u^^y-2^^ti±mmmu^^yi)^m^^ti^o m<Dm.^.-^-^^it. 'prjt< 
t^-mm(^v-^ hti^ytm^^t>-^xm^^^t:i^0m^v!7^yx^^x. 
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[0 0 14] 
[0 0 15] 

Mii^^tjz.}i^mmthx\i^^o 

[0 0 16] 
[0 0 17] 



miiE#2 0 0 0 - 3 0 



#5fl 11—031 197© 



urn ^A'yy^ ym.^^nm^ E<Di3m\z j: u mmt lx^^^\ %mmtj^ 

[0 0 18] 

mt^mmLxmm'^^izm^-t^:^m. xittfLm^-^^ F^mM^>/N°^^^f 
® mm'\immtiim ^ mmn^iz mMt^:^^:^^if^um^^:iiiiij^x^^. m 

i^UI&^tLXit. mxit. 5 ^'^>y^)^ e> 10005 ^n>@^(D^|&, m 

f:>m^^ tLxmm i^xnikLm^ ^t)izLt=.%(D^^ mm'^immum g # ^ ^ 

-^^X li^li^tC i o T*g5{C^-a-$ -&T ^l^^-fb b =fe; CD ^ M T % i V^„ 
[0 0 19] 

mzmt^£^mitf£^^t>'^. mm(Dm^^mi^xmmLtzm^izitmwxit^m: 

"^m^m. m^mmizj:^^^m^tmm^m\'^^z.t:i)^x^^. tt^. ^it©^ 

Mm-^-^^:itiz^^xwLmi^^mmt^zt=hx^^, ^(Dmn^oymm 
:^mitmm^izm^x$>v . mm^itm:K<D:^m^m&x. xitmmo:>:^m^m. 
^^^■^iUML^-kmm-t^:iti}^xn^. 

[0 0 2 0] 

mmt-^tit:Lmmum-^^mmm^mm-t^:^mti.xit. m^it. 
mmm^m^^^:^m^mm-t^z.ttr^x^^. ^y^-^^i&mmmtLxit. mx. 



miiE4t2 0 0 0 - 3 0 




g^^L 11-03119^ 
[0 0 2 1] 

m(Dnmit^mmm<DmmmizM.i^miz.B-^n\^^(DX\ mmmitJim(D-'m^ 

o 

[0 0 2 2] 

(OT. nL-2j HVi^t. ) $:ffiV^S:l^:50W^bV^<. GM-CSFh lL-2i: 
[0 0 2 3] 

5&t^M#ISli. M;i^^Golumbek^JCj: U$g^^tlTV^§;?)'^ (Golumbek, P. T. , 
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et al., Cancer Res., 53, pp. 5841-5844, 1993), SHI?.-?? lift ^ O^M;^ 
[0 0 24] 

o Ti^'^A> h ^ (^X, Mx.{i, Freund Complete Adjuvant, Freund Imcomplet 
e Adjuvant, BCG^®^B$^M. V ^ V ym(Dmmfl^^mM. keyhole limpe 
t hemocyziiine^mm^yi-y'^<D^mm^^<^M. Alum, TiterMax Gold^®-^ 

^rtya. 7t > h ^^j^ {f § - ^ -e t -5 3 ti ^ odm^^m ps^ $ n s 3 
^= MAii, Tty'^z-^yh^^tiMmv^^yt. rP'=i.Ayh^^^f£\,mm 

[0 0 2 5] 

MBrtgj&:&^§:#3fiT% xitm:^m^^t>iixm^^^ztiz^ij. mm<Dmm(D 
mM^mmt^z.tt)-x^^. mM^t\z$>r^-oxit. ^iimmm^Ti^'^^miki^yi^^ 
^i:*®:?Ktt^fls(Z)t5A\ mm^xmmssm^^^mMmmMi^k imxit2ma±m 
\>^^zti)^x^^. m^it. mmm. phmm, mmns^m. 
^fcM. Rmmmt^ifkm^^^z.ti)-x^^t>K :^ni^<DMi^mm^itmmmiz 

[0 0 2 6] 

^^mommu^^ykm^^xv^^ymmknt^tiiz^rc-oxit. mmvi^^ 
y(D^M<D^n¥Lx^^\.^t)K mmmmt^-^ hitj-fyxit-^>( hij>(ymm 
§:;fcs/^<:Rv^^ra^#$iJ:^7^^?)^c, i^[H<Dm-'mmizn-^kmvm'r:r. 
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4f 5(1 11—03119 
[0 0 2 7] 

7bW^bv^o t)oi:=b, mmv!y^y(Dmmmi^t>'^mmzw:mhrJ,^,^^^r^Mm 

[0 0 2 8] 

[««?>J] 

^ifeMlCPS^ $ tl ^ 3 t ^ V ^ „ 

mM'l4*'^^SV^r^l7t)^^^;<^^tl■CV^^I^^^«V1:7:^ffF^ (Guo, Y. J,, et al. 
, Nat. Med. 3:451-5, 1997)^*f^tC. S^MM bT (D@^ffi»M. GM-CSF 

, iL-2. j^x^rtya.Ayh^m^^^^r^Mm^i^^yt)'^^^^^^^'^'^^ 

1. m^M^MM 

c57BL/6ic^^LfcffF^MfiSHepa 1-6 m^tmm^mmmfmmn ^ ^) x^) ^ 
mmh. -n^^')vKyzjvymmm^mik^yi<^ tpbsj n^-t. ) 



1 0 



msiE4t 2000-301612 



1 1 -0 3 1 1 9 7^ 



itm^^ti^jvKy n^M'ps^m^m (^T, TDMEMj n^-t. ) ^M^. mm 
mmmiziiiv-L-vpy^mm (soAig/mi) ^muL. 2^mmuMmLt:L 

PBSTMHI^ti^Lfeo 3<Z)#, mmi::^^ U-A-X^f)^^^iJ^ PBS{CT1.25 
[0 0 2 9] 

2- •y-'Y h*-f >V-r nX7a:TC[)f^i^ 

V-r ^n:7 7a:T^bt-^^-9--r h:*f-r>^ LTvr:7>^GM-CSF^fe^itl hIL-2 (VN 
-rtl^foliBinunexitSg) $rMV^fco t hMT;i/y^$ ^^lifM (25%aS® Al 
buminar-25, Centeon L.L.C.S^, Illinois, USA) ^ — EI^^tK-?? 5 %IC#®^ 
m.miZXvli 3.0lZ^t)-^t-^ $ e3^C2.5%^C#f^LTJb^e5. 0.22$ ^'DXZJTL^?: 
i$o:7^ ;i/;5?-^iibT|^® Lfeo lOO >cig0GM-CSF. ^fetilO^BI^#fe®IL-2 

. Elkins-SINN, Inc, NJ, USA) ^1 mlV^tl, 3n^3J<;i/7^^y ^ X $ i^-T'^ 
#boo, ±^®2.5%t: hjfii^f T;!/:?'^ i/^lifMCpH 3.0)?:1 ml^^^JDUfco 30# 

[0 0 3 0] 

^^^®^L/>y h?:-IlJ^^7K2 mUcMLT. 3 tl(C0.22^ ^ D >®dFLS$:# 
O 7 - Ll^ffi L r^20 mg/m 1 ®?!i^<Z)l-e thy 1-3- (3-d i methyl am inoprop 

yl) carbodiimide FedCj UlS^t. ) ^M?:0.8 mg/ml J: e) {C» 

Lfeo :itl$:25rT-15:$>rBl'K#, $e>{C,^||®2 ml®0. IM glycin^?g^^;&IJ L 

mi2 cmCD7K¥n-^-fCT2000 rpm, 10^^rB1^.C^ ^ ^ U 7.^7 :n7 ^i)cm 

emm^Ltco t(D'^. 20 fimmmKifig(D gm-csf do^Bn^^^tc^g^) . 
^t^mo^mmm&<DiL-2^^ti^oiz^miki^mzmm^^r^. 

[0 0 3 1 ] 
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11-03119^ 

3. mi^tm»^mR]Z^(Dm^ 

±b31. -e^i^bfcS^Hepa 1-6M, JbiB 2 . "trilig bfcGM-CSFV>f ^ D >^ :7 
3iTi:IL-2v'>f ^DX^xT, 7V=rAZyh HhrWrn-^tlX^^^liternzx Gol 
d (CytRX, Atlanta, Norcross, GA) ^U^LXM^V ^ t-Lt^o ^tl^'^ 

[0 0 3 2] 

ffi5*t7^^>$:, Hepa l-6UBg ^ tilWI^ (syngeneic) (DM#tC$) S6-8ilip<Z)C5 
hbfco *fMS¥CD 5EECDC57BL/6||'^':77.lCtiPBS$:0.05 iniaMb:tc 7H^, 

«Hepa i-e^MflSio'^M^fig^JfFliii^ («>^:JFII®^Kii:T) lC^J»bfe„ ^(^2 

[0 0 3 3] 

270 mm^T-feofcc JltltCML, g^Hepa l-SM, T t^':!/-^^ > h T'^^Titer M 
ax Gold, IL-2V>f ^^D^^xT. GM-CSF y'^ ^ D :7 a: T ^'^t^JBjKU' ^ > 
^eS^-e li5EE*4EStC^< M«Ji®.«?) ^ tl-r (^cf T- li, tumor-f ree^^:7.<D 

[0 0 3 4] 



tBliE# 2 000-301612 
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^f"^ tumor-free fll^^^ (mm') 
•7'>:^(7)giJ-^ (ipj^ ± SD) U>v^ 

(A) PBS 0/5 270 ± 146 140-480 

(B) @^Hepa 1-6 cells 4/5 3.6 ±8 0—18 
+Titer Max Gold 

+IL-2/GM-CSF -^-^^U7.^:^T 

[0 0 3 5] 
[0 0 3 6] 



ffifiE4f 2 0 0 0 - 3 0 




11-0311 



m 



(A) PBS 



tumor-free Bl^^^ (mm') 
-v-'>^<7)gil^ (Spj^ ± SD) 



0/5 



420 ± 326 



144-910 



(B) PBS 0/5 
+ @^ Hepa 1-6 cells 

+ Titer Max Gold 

(C) PBS 0/5 
+ Hepa 1-6 cells 

+ Titer Max Gold 

+ 1L-2 -^^i7u::x.-7 'j:rr 

(D) PBS 2/5 
+ Hepa 1-6 cells 

+ Titer Max Gold 

+ GM-CSF -^-r^ci^^^T 

(E) @^ Hepa 1-6 *fB)]S 4/5 
+ Titer Max Gold 

+ 1L-2/GM-CSF -v'-r^nx-7iT 



152 ± 106 



67 ± 97 



32 ± 43 



3.6 ± 8 



75-294 



18-240 



0-105 



0-18 



[0 0 3 7] 

Z.(Dm^. :®*S¥(B)T'ld:> Hepal-6Mi: T i^'a. A> Miter Max Gold® 

(C)T'li. @^ Hepal-6MflShTi>^:iA> Miter Max Gold® l$*^JClL-2V'f ^ 
n^7ai7®^^-^tfM5»y^^>%fflV\7t:;^)^. |H|ilfCtuinor-freeV^7:7>li 1 E 

IL-2-x'-r ^ n:^7jcT©fig'ffil*^^:^^"e^-5o ^fc. ^fi?l(D)T^tj:@^ Hepa 
l-60fla^TS/rL/t> Miter Max Gold® J$*^tCGM-CSFV^ ^ D :^ ^ a: T<Z)^5: 
^^>^fflV^fe3i)\ V't7 7.2E*^tumor-freei::^ofco tf^oT, GM-CS 



ffiliE^ 2000-301612 




11 — 031197 




^ U7.y x.r(Dm^^itm^ti''e:^^o L^^U^jb'^^, tumor-free v^?;^ 
lt^mmiE)(Dtumor-{ree^^:7.(Di^miZti^^ ^«^(E) JCttjRl^;^ VNfig^ 

[0 0 3 8] 
[0 0 3 9] 



1 5 
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(A) PBS 



0/5 



tumor-free MMU^ ( mm' ) 

■7^:^(Dm^ (W-i^ ± SD) 



231 ± 146 



120-480 



(B) PBS 0/5 
+ Titer Max Gold 

(C) PBS 0/5 
+ Titer Max Gold 

+ 1L-2/GM-CSF -r^^p;^73iT 

(D) PBS 0/5 
+ IL-2/GM-CSF -r-i'^nx:7aiT 

(E) PBS 1/5 

Hepa 1-6 cells 

(F) PBS 1/5 

Hepa 1-6 cells 
+ Titer Max Gold 

(G) @^ Hepa 1-6 cells 5/5 
+ Titer Max Gold 

+ 1L-2/GM-CSF -v^^px-7:j^T 

(H) PBS 4/5 
+@;^ Hepa 1-6 cells 

+ 1L-2/GM-CSF -"T^PX-^j^T 



174 ± 149 



300 ± 258 



210 ± 170 



85 ± 78 



78 ± 58 



16 



60-432 



60-648 



60-480 



0-210 



0-150 



0-36 



[0 0 4 0] 

^ti&.mtmumiG) tm\:'< ^u:;kyx. r iiCM-csPv-f ^ n 7 m r 

fj^^mzr t/ =LAy VTner Max Gold^r^M*^ ^ 

. mumiE)iz%^n^^oK. PBsics^Hepa i-6mm(D^^m±r^mmv^^ 
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yVtj. 1 E*Huinor-free^;^o:tc rtlfC>i^L/, H^Hepa l-6|aflg, IL-2v'-f 
^n7.y:!Lr. GM-CSFV^ ^ 0 7.7x7 Sr-^t/Tb^ T ^:;^rL A> Miter Max Gold 

[0 0 4 1 ] 

:Lnh(DUmi)^^. Hepa 1-6«{C <fc^ x''^:;^M0;)STO?^^^|5aiLt-&M» 
y^^^i: L/Tld:. S^Hepa l-6MjB§, IL-2v>f ^ n X :7 x r> GM-CSFv-r^7D 

:;^:7xr, Ti^'rL/i> Miter co]d(Dm^^t)-^tiK mmm^M^mw-t^ 

[0 0 4 2] 

o 

Ml^Ci3V^T, ^MS¥(A)(Z) v''^>?.lC'gML/feHepa l-SM V ^7 7.:^Jii 

SP-STtC^ML. 3iira^{C^^$tlfcJfF^M^5:iiffiL> r^lStft't4^;i,v U > 

1 I^In^S®M;^)^V^^ PBS$: 5t©Jif 3®MM*(^10^»)fjD;i, $?>{C^;«^ 

LoorfN^S;>~i:h^if- (A-f K;i/:7?±i^DIAX-600, 6G-fe':?'^ I/— ^-i^-V7 h) 
{CT30#r^7}N^ i;x:^>r XLfec 3<^5jN^ i;a::>--rX{i^;^1-^fei;?)}crai5B& 3 
i3'raJ^^±S>f-t^;6'^e> 5tlI^y^Lfco :i(D^^==EP:^^- hl.2 ml5:1.5-mla:>;;/< 
> F;i/7M^i>5^:3.-^JC^ F;i/7m*«5iMvi>miCT15,000 rpm, 

3:$3"raji;i>L> packed volume^rff^gif Lfeo ft^ifiSOiti lJ^±(Z);^c AtlTcl .5-mI 

^=gl2cin®7K¥n-^-{CT2000rpm, lO^^raii.ilN M^#^o 
[0 0 4 3] 

Z.(DiJLm^5 ml(D70%rjVn~JUzmmLXm^^ 2000rpin, IO^^^jSvO L±^t ^ 



miE#2 0 0 0 -3 0 




4f ip. 11 — 03119 
l^y^±m (Sigmatti^, S0770. ^^:-!^-f X380 ^ ^ D » ?:jiii$itfcc Mb 

T15,000 rpm. 3^^rajS>LNb, packed volume$:fti!lbfcc ftM»-S»^^*^A 
tl^l.5-mlX>y^> K;L'7^'i>5^:i-":^ili:b^bT4To^c 
[0 0 4 4] 

ofec iaMJBSiS:li^0>9^^'*'^^ miRpacked voluineligMJCbT^e>*^tCHepa 1- 
6&mmio'^mW^^1&^Xi5^). Ji^tE©;^^^ ^^nJliglu^C^packed volume-eft 

a«':'^^>tbT(Z)iK^«»+4>^2>:ti?), bx 

[0 0 4 5] 
MS : In vitro^#CTL(Ojll®*?>&:^ 

MbfCc 

C57BL/6x'':7X{C^Sbfe^^7--^mB16®M«B16-F10 (American Type Cul 
ture Collection (Bethesda, MA, USA) t!)^ e> A#) 10^>& V^ blO^M$:10%3ix;VV U 
ymi^mji^ 4•C^CT2;&V^b4Mra@^bfc„ 3tl$:70%X^>'-;i/30 mlT-^ 

$e.lCPBSlCT3lllM51>i:>?5fe^b^Cc ^ti^mm<D\0%^iym% 
«l:-^tf«^««MEM^%lcM?gb, 37°ClCT2-3 0Mi-^*\ ^fe«6 
0°CtCT4^raMbfco $e>lcrti?:5S>ilNllIilXb a:^T, rO^H^r^fofc^ 
r@^B16-F10«j ^VA-p) . SXlO^M/mlil^^S J;^i-^^b;^cc 
[0 0 4 6] 

2. In vitro^#^ffi«M^^?gtt{Cj;Smffi«^^CO?ft'IS 
>fpJt;^#bTV^5&V^C57BL/6•v'1^7X(Z)Ji^ii*^^. ^^#1^ M^® J: U TO 
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^^<mLxmmmm^mrz. z(D±^^itv yjimr-^^, :i(D4xio^m^m 

2xio%©®^Bi6-Fiom^i:t;{c, io%^^ys^%if!im^^m?m-i64om 

*{CllML-l/3 (167#^/ml) , t ML-2 (67|il|^#^/inl) , t: ML-6 (134# 
[0 0 4 7] 

Siffii^^mM^ilbT. in vitroT'CTL®fflMM«?Stt$:?S!l^Lfco HHM 

fc. Jtg£®fc«?), LTMl T-izE^fcHepa l-6|fflSg, American Type Cu 

Iture Collection (Bethesda, MA, USA) *^ L :tLewis lung carcinomafHSa 

$:B16-F10m®f^t) iCffl V^fe, 
[0 0 4 8] 

mm 

HKCin v\tTommz^^xmmLtcCTL(Dm^^^.i.t^o mm(D % LysisliCIL 

iz^^mmmm(Dmmm'\^^mbx^^^. ^fe, mmwi rzuoit. 4^racr- 
^i7&mmz^^WLmfSiim&m0CTmtmmmmm(Dttx$>^. Bie-piom^ 
mmthf^m'^ (□) «e/t rat\omoxm2o%^nmLt^. :^(Dmmt. iwidc 

izmti^^t^. :i(D'^mt. m^Bi6-¥iommizMi.xmm-^tir^ciut. i^cc57b 

[0 0 4 9] 
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@^B16-F10MS:5X10^^/mli:^^ J:e)lCPBSlcMbfco rtllCpronase K ( 
Sigmath) 5:1 mg/m\ tf^^ oK^Mh. 56°C lCT-»?a L 3000 rpm, 10 

^mo)m^i>Kxmm^^^^v. ±^$:^^Bi6-Fio^M^Lfce z.(D±mizmi 

J: d iCSSI^bfcc 3tl^T®S#liM 1 ®GM-CSFV-f ^ D :^ 7 aiT®#S^^llR^ 
[0 0 5 0] 

2. In vivo^#tM*m^-^ 

B16-F10«i:lil^* (syngeneic) (Z)M^lC^^6-8Mi^OC57BL/6a 7. (1 

MO!);gl^tClE£^feyiOOMl$:a*rbfe= ^fiP.S¥lCtiPBS^|S|*?iMbfc. ffi 

* r7^^>^^2MM=^. 0g|5^T{cML;t^«B16-FlO^fflJgaiO^M$:?iMbfc 
. ^5T:ffl5»^mtt3$#tumor-f reev -^7 >^ CD % "e^m b f^o 
[0 0 5 1] 

[^*] 

tuInor-free(D^^®$:'KoTV^fco ^C^)^:^li. in vivol? t^ffiau ^ ^ 

j:-oXBi6-¥iommizM-t ^cii-^mm-^ti. ^(Dt^i^^tf^^^^Mi^r^^^x 
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[0 0 5 2] 
ttrin vitro-e^lEL^^ 

U tC, X-^50Gy ^ C ibfiSf^ L fe^ ^ T V ^ S B16-F1 003^1 0*^0 2i GM-CSF V 

-1/3 (167#&/inl) , l::ML-2 (67HI^#fe/inl) , H h IL-6 (134#^/ml) (Va 
^^^li, :^«ig^cfI{C@^B16-F10|ilS^CJ:-&fIJiJ(^--W*D;tTV^;5;V^*T•M 

nomm^mmizLx. mmmrm^mt LTJA<^^e>tlT^^s4^r5cr-5l^ll 

[0 0 5 3] 

[Mm] 

^«U>7\°^i:^«jHMSg®i:b (E/T ratio) &^;iTlfflM^?!5tt 5:^ftf L 
fee 03{C-^®Mm^^t-<. M4 i:|WID:^iS-eM»t7^'^>^^ffJ$:in vivo^^ 

Lt^-v^Tsm^cDvy/miz^^mmmxit. mm^tir=.mm(DBi6-Fiomm(D 
m^ti^m^:fy^zm\'\ ^(DvyAmoymmmmmmm'mt. cii^mmx^^z. 
tt)'^m^t>^iz:^nx\^^^m^(D:^mx^^mm(DMmm mmmm v^^^ymm 
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[0 0 54] 

[:&^] 

HA-A20MliBalb/cv'i7>^ffi5R®BU >ABIffl»T-fe^o 

J; 55;:^ b ;tGM-CSF-HA-A20|tgjiStt, inf luenza-hemagglut inin^ V ^ :;^GM-C 

^^mmMmMV^^y}l\^Xm%Wmzrj:'oX\>^^ aevitsky.H.I., et al., 
J. Immunol., 156, pp . 3858-3865 , 1996)„ B16-F10MBa®ftt> U tCg^^MHA-A2 
0m5:MV\ hnm-^di:f3mx. GM-CSF-^-T ^□X7 3ir20Ml$:il'^bfcM 

LTPBSS^I¥> X-^50Gy$:S)^>O^Di?)Mlifbfc^^TVN^HA-A20Mlo'^MiS-^ 
GM-CSFv-f ^>^.7xT?:^l-^UTV^^V^iI3K9^^>i^^ra^■^l¥^ ^ce^tJ^ 
X-^50Gy $:fe^.7b^C&MML7t^^TV^§ GM-CSF-HA-A2O0Jia 1 o'^MiS -^^S^ ^ 

[0 0 5 5] 

Balb/cv':7>(.®^f^liM4©^'^^llIi:< 1 llI4S#lCj;U^fj&ofco ^LT, Bl 
6-F10aflS©f^:b U {ca^^MHA-A20m^ffl V^, 5 (D^-^- I1II::^:&^T-HA-A20 

S x''t?J?.CD8lcM-rS^>' ^ D-:^;^t^:#; (Sigmat±^, Product No. F7525, 5a 

g) ^^e^^au^iS^ bTJ^;<^e>tlTv^^4 ^r^cr-5i5git^tc J; yM^-r 
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^ #^ 1 1 — 0 3 1 1 9 7' 

[0 0 5 6] 

mmmv^^yilLXj^^tl^ (X-?^50Gy^^^A^D^?)MI^Lfc^^TV^§) GM 
-CSF-HA-A20mtg#g¥^J${^|sI«|-efeofc„ E/T ratio^64^ bT> 

[0 0 5 7] 
[^^OJif^] 

iM'm (Dm m^jtmm] 

mi] :^nm<Dmmv^^y^m^^r-<yifhummzj:vmmi.t^cjL(D 

mmm.Oit^m'ro tt=.. □liBie-FlO; A«Hepal-6 ; Al^lewis lug carcinom 

v^^yimn^m-, mitmrnvi^^y^m^^n^^-To 

[03] M5^CfeV^T> :^«U>A^^M6^HMSg©i:b (E/T ratio) 
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SB16-F10m + GM-CSFV>f ^n:^>'3iT*S-^l¥) ^a^i"- 

^ n >^ 7 1 T ^ T V ^ 3& V ^ ffi^ y 5^ > iS-^^ ; A X «S50Gy 5: ^ «?) mi* b 

fc^^TV^SGM-CSF-HA-A20mtg^l¥ ; A ttGM-CSF v'^ ^ □ >^ :7 :c T ^^1-^ b 
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